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Abstract (Basic) : JP 3191865 A 

Determining prod, of c-erbB-2 cancer gene by enzyme immunoassay 
comprises binding a purified antibody specific to prod, of c-erbB-2 
cancer gene with a solid phase carrier, selectively binding prod, of 
c-erbB-2 cancer gene in a sample such as blood serum with the antibody 
to catch the prod., and colouring by using biotin-labelled 2nd 
monoclonal antibody, avidin biotin complex method and its substrate in 
the enzyme immunoassay of the prod. 

Also claimed is a kit for the serodiagnosis which contains 
antibody necessary for the determn. of the prod, of c-erbB-2 cancer 
gene, reference sample, colouring reagent, etc. 

Monoclonal antibody is pref . used for the solid phase is 9G6, and 
enzyme-labelled monoclonal antibody is SV2-61gamma. In the method, 
SV2-61 gamma is labelled with an enzyme such as peroxidase or alkaline 
phosphatase and coloured. Positive control for reference is supernatant 
of cell strain EX-5 or purified prod, of c-erbB-2 cancer gene. 

USE /ADVANTAGE - The method and the kit are useful for detecting or 
determining prod, of c-erbB-2 cancer gene in human blood serum. The kit 
is used for the diagnosis of glandular cell cancer, esp. mammary 
cancer, stomach cancer, etc. Glandular cell cancer such as mammary 
cancer can be simply and rapidly diagnosed by the examination of blood 
serum based on that prod, of c-erB-2 gene is present in blood serum of 
human mammary cancer patient but is not detected in that of healthy 
normal person. The diagnosis of the prognosis of the cancer can be 
carried out by the determn. of the prod, of c-erbB-2 gene. 
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Granted Claims of Japan s Patent No. 2,895,105 B2 

1; Ail ^lizyme immunoassay for measuring a soluble form of c-erbB- 
2 oncogene ;{Syoduct > characterized in that it comprises: 

usirtg ;two monoclonal antibodies against the extracellular domain 
of c-erbfe&2 Oncogene product, one of which is immobilized tp a solid 
phase a^;tire other is labeled with an enzyme; and 

uSin^ as a positive control, a culture supernatant from E. colt 
strain E^^Si%hich extracellulary secretes the extracellular domain of c- 
erbB-2 phcb£ene product, and/ or a purified preparation of said c-erbB-2 
oncoger^ product. [■ 

2. The assay of claim 1, characterized in that SV2-61y is used as 
one of the monoclonal antibody against said extracellar domain. 

3. A kit for diagnosis of a serum sample, which is used for the assay 
of claims 1 and 2, comprising an antibody required for measuring a 
soluble form of c-erbB-2 oncogene product and a chromogenic agent. 
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(57) [!8ilFti}5fcO«i&ia] 

[IS>R^ i ] -*\mVk<n c -erbB- 2 

c -erbB- 2 iBS^SiOi»^t-^t5^/ * 

-C, c -erbB- 2 &fee^g&W^JI&41-gB#£*Wi&*M£ 
^-TSEX- 5»<Di#ai-tftStH/Xtt^:<0 c -erbB- 

2«Sjte^S^©«®f^Srfeffl-r5^i: ; 
[lf3t<Jg 3 ] ^Tigt£CD c -erbB- 2 *S3te?-g^K»K>ffl!Jife 
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xmrntt. t biMt't 1 © c -erbB- ztefafe^f-myoto 

r©3§BJ ©=*-;/ fc h***5r«-SL*» fl$«£cO^ 
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£g>#»<ob«* i^waa***** jeate^aswir • 

ttmH^« (2) (3) *g*#a^o*>^*' 

(4) (ras) (5) ft 

*3BW#£>B:t b*JS»e^erbB-2 (JWTc-erbB 
-2tmm-fZ>) «ill«JR*»b,PNAS 82649 

7, 1985, 0j;fc5£b, Nature 31£ 230, 1986) , ^(Olfei 1 

t h<^^i7^fe^ft®Qq2i««tc-iiHL, -t^ste^a* 20 

£», Science 232, 1644, 1986) 0 c -erbB— 2 fflfflg&s^ 

(4Il«3S*BB6> f BfTtU. OJ^ffb, Mm) • v-erbBtt 
r* y ^ffi&GE^WVW^AEV (avian erythroblastosis vi 
rus) ^fcotfae^PCfc!), 

IBtefce^ttJi&iifcH^S** (EGF U-fe >^ - fc K 
IB) -C&So t hEGFlxi?^* — tt»7Sfefeflcjg»Bqll- 30 
13I^ILTV^o c -erbB- 2tt.EGFU-fe^— <^>J| 
CT- i: ttW b ft o "C I ^ a? % EGF ^ — mRNA 

^10. 0Kb £ 5. 6Kb "Cfc D . — * c -erbB- 2 COmRNA^4. 6 
KbXcDNACO ^ P -V^i*r^ 6> 1255 T S / b ft 

*K EGFV-fe:/^ — JgffilO^^N^HSra— 
(MJ*Jftb* Naturefflftti) 0 c -erbB- 2 itfeT-jg^tt 
EGF l/ir ^ — t <Om 3§ JiOSPtt** b ft Ay a^JtflS 

erbB- 2 (^Weinberg <D$B^ L/c^ y h<Dneu (Shih,C 

£>, Nature 290 261,1981,) , Ullrich &><£>HER2 (Slamon 40 

D.J. b, Science 235 177,1987) ft £T 13— ^SMS^PT? 

tt, ^B#0}^ta^ffl^^bDNA^pML, c-erbB- 

erbB-2fifi^-ttSUS, P*^JR±jffijfi^2 WS^lt 
^tf 5 JLb*xfc 0 t b c -erbB- 2 ^^co 
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^"TSilirSriKSfebTV^So c —erbB— 2 OlJ6fflffi 

tt, >"t^ ^ 7 V ¥4 1f — > 3 >- (in situ hy 

bridization) "C t>J£ffi^i&£Xfc£ ^ ffl^K^S 
ttTV>5o -t^-C, #3BW#fett. UEt-t hc-erbB- 

2<^ae j p^(cM fc r^^-y ^-/^^ *y^a 

fflff?E^ffoT^/Co c -erbB- 2 ite^j£»tc*t-r S 
^ y ^ n — ^-/VStfrSV2-61, SV2-61 y 1 ^ 7 ^ 1 

tl/Cl^S (SV2-61,t»XWa*^10162-i- > SV2-6l7 Pll 
0776^) ^itLbfeL^tt. y^-T.pl/^Xi 

^ft*3gc^W*jfe"C c -erbB- 2 «G^a^<0«ffiSr*r 
ggtcb, »»J-**ft*Sfc LT^fflft^nTV^o b 

4> b < ttfrSK ^t-igHt ttffft LW5^ ^IL- 2 %: 

iMt'T'»f)tlX^^ c -erbB- 2S^ji®^§ 

u-cv^tfiiLflf^Bf<^?e-efflfiE^ ^iSft^otf^ft^ 

ffiot:W^@^t t b c -erbB- 2^Se^F 

m& (EiAtWTB&IB-r^) Srfflv^r^ffi^-^^rjfet^ 

t LXBerson^ Yalon^H* Lfc»ft^lSW^te (R 

-r^ox% m^co^F^^fc^. ^BR^ftffiffitt, eia 

K • • §1^31 13—26, 1987t^l¥^$tlTV^^ 0 

^^^ElAfcDfttH«X^#^J:5ttl5^lfeUiS^<t-9 
Jfiim*^ c -erbB- 2 «e^K«lO«IHiSr^rffi^"*"5fii 

-2»e^*ttfl(riSoj:5i-, i255or^y««aa» 

bftSISSKD^^JftSrSfO^^^H-CfcSo c-erb 
B-2gfM, 653T^ y^ffi^^tcfcO. 580T 
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^SW^fflS^^-T^Srfllift^Sfcfe^ri, c-erbB- 
2»e^K«WSiMreS>tK *l2:*te*rf S*8rC«*' 
o»WS:»*feo c -erbB-2^V^^KSr«« l 

LTV^5JB#BMaMKN— 7 (XfifeiS. Fukushigeb, Molecula 
r and Cell Biology, Mar. 955, 1986, i&;£A^[£^^W5E 

bB-2ite : T*$r^^^*^CO^St^teNIH3T3 (ATCCt* 
#^CRL-1658) ($[Xffl^3F10197 10 

Sr^I«^LT¥«ti-5*ifex c -erbB-2«C^jBBfla 
^K^>f V6B5>S:NIH3T3tCJ»AL/cEX-5« (IS^f 

#ffi«?«rt£MU EX-5»^«ttOc-erbB-2»G 

*W«:^*Lfco -Tttfrh. r<Z>*91ttfc b c -erbB- 

<f£/fl> 

fflg^^fW^ y b <0«fig5f Sltt. c -erbB- 2 

"H&teCD c -erbB- 2 ifte^ffift^fe^So 

^(D^m^^^O, t bSL*J&*Jil» + ^c -erbB- 2 
ftV^IiaSftUShfco r.O^PJlCj:t). c -erbB- 2 
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6o ?L«"Tftt^«^FA t c -erbB- 2 O n tT— »<OJtiB 

bB- 2 ae^w^i^a^-J: o ^^wa^BEt- 

<3lS£#J> 

c -erbB- 2 ite^j^^OEIAfflteffi t^rO^rs/ h 0 E 
IAS!l^ffl965v:-7-r ^n^^ — h (^^tt^A 

/ ~7*U— hMaxiSorp) i£ 1 // g/mlOM^ftiJ^y ^ n 

l/s<— 0P14, XfifcVan de Vijver M.J. *b,New England Jo 
unal of Medicine 319 1239, 1988) &t10m fifo^«>x 

t-H^^-^o o. 05% b & a — ^20§r^^PBS (EATSs}* 

mtmm~tz>) -C3nij5fcj*-Lfc«, 5%BSA^ikm (r 

/K/Si') £:$&PBS£r200/i ^To^-^^M-iP^^E. 
^ffl<£>i££f£l00// e^o^^/Hc^px.. 4t;-t?— 8fe 

ml^ey ^o— ^-^^L#SV2-61y £100^ £fo#|>x^ 

1^^t£, T-^— i/^M±) &looo«lc*SiL/c 

COABTS (2,2' — Azino — di— 3 — e thy Ibenzthiazo line 
sulphonate) ^igg^ffczK** (H 2 0 2 ) 30^£>b 

(O.D.) &»J}ti-£o ^W^s/bttft^t)©^?)* 
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